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1. Name of IhvestigatorO): (include Title and Degrees)- 

Haroldi J. Sobel v M. D.* Director of Laboratories 
Ruth Schwarz, M. D. Attending Pathologist 

• Addrew & Beth Israe11 Hos Pital, 70 Parker Ave., Passaic, N. J. 07055 

is also Clinical Associate Professor of Pathology, Columbia University ■f^§ >y **’ K ' 

<♦ 



Proposed Starting Date: 

Any time after January 1, 
jjiS-jS. Anticipated Duration of this Specific Stud/: 

£g£.£&0ne year \ . 

’&■ Brief Descripton of Objectives or Specific Aims: • *•« : - . ' A *'f . .. - , x .. 

C A. The purpose of this experiment is to determine whether true bronchoaenic car- 

Cinomas (as evidenced by invasiveness, metastases and ordinary morphologic criteria) ['??£' 
y-.' '.Tesembl!1nq those of man can be produced* by maximal smoke inhalation in asbestos '-CS: 

' (chrysotile) sensitized hamsters. ... • ; . - r 

% &y . ?* addition we will study the normal and experimentally altered respiratory : v. 

lr ?i of tt:, ® se animals, usinq morphologic procedures for the visualization of all 
..-*wvA. ?I?i organelles at the level of the light and electron microscopes;* as well as both ' r\'\ 
“'L ra r.!^ U 5 tura i and hi stochemiical methods for the study of mucopolysacchariides.. -This'' y X 
worK wi i ii be undertaken as part of a study presently under way in this laboratory. ' ' 
y sut) tracting the non-precancerous lesions in the controls from the precan- . 

'3te : "- , ‘nin^hni« n f S ’ ? e j Peri menta 11 animals (if they develop cancers) and with the special -'^v 

. -morphologic: studies described a better understanding of tumor formation in this 
;.>ic' - s y stem should' be forthcoming. . .... 


• 7 ,£~ 
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.. 2 , ’ 

* *<•* ■ * *' * * ** ** * 1 ^ r jcV TJ?^. 

*5?&v & Detoifs of Experimenlof Destgn and Procedures; (Attach Separate Pages) •. -V,"X- 

• - - ' -• •- • ! 

■:&§$*,r.*v We chose the hamster for this work because of their ability to withstand this 

type of experiment as well as our ability to produce a high incidence of lung, tumors ' 

T(T‘) 1,1 them w ^ th chrys and BP. J We anticipate using a strain that behaved well in a 
V similar-study the LVG:LAK male (Lakeview Hamster Colony (now Carworth), Newfield, 

. N. J.). We chose not to use mice because of the difficulty in intubating large 
||^r£numbers, of these rodents and their ability to filter inhalants well in their upper 
^^.respiratory passages. The susceptibility of rats to respiratory problems in this 

of study and their inability to tolerate asbestos inhalation: as well as the '}■; 
ll&j^sliow response of guinea pigs to carcinogens and the anatomic difficulties in in~ 
tuba ting them: ruled them out for use in this study. r:--y\;y 

in previous studies asbestos (chrys) controls did not develop lung cancers 3 
ri but a virtual 100% incidence of lung cancers could be produced by the additional in-. 

“stillation BP. The incidence at various.dose levels of BP was higher when, chrys was ~ * J . 

present. This data suggests that the exposure of hamsters to tobacco inhalants fol 

1_.J__ *_J i. •_J. ♦_L __j. • 1 . ♦_x > 1 1 i •_ 1 i t _ __ * _ *_#*. ._ j. . _ 


HI:' •lowing sensitization by chrysotile instillation, would be a meaningful way to deter 
mine the relative carcinogenicity of tobacco inhalants. The basis for the use of 




- the common contamination by asbestos fiber inhalation is a significant common 

9. Physical Facilities Available (Where Other than Administering Organization Indicate < 

•'^feV-'See appended material Page 6. 



* - ; . ' t * 

. j ^.*1 ’ ■ _ ,, 

10. Additional Requirements: 

C . The laboratories are fully equiped and functioning. The only additional re- 

quirements are: (1) The CTR smoking apparatus which we understand will be supplied. 
W’-r' (2) High tar low nicotine reference cigarettes which we understand will be supplied. 

i (3) Carworth disposable plastic cages which will save personnel time required in, 
"maintaining this large number of animals 
grant. Cost will be $1,000. 




and will in the long run be a saving to the 


I : c V. - 

jk 7 >-Wt 
^ pgp-.sh-'- - 


--tlfrj't'r: „ 
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iy;;-" '. Ruth Schwarz, M. D. 
%V-.- .^.William E. Smith, M.D. 

Technical 

Eugene Marquet, M. A. 

^ .Animal room technician 

Animal room aide 


Amount 

50% -t-V None ' • - 


50% -iy None 
30% ' . Nbne 
Consultant 




* Including fringe benefirs 


100 % 

100 % 

50% 

Sub-Total 


B. Consumable Supplies (list by categories) 

.Animals ’ .. 

; Cage supplies *-' 'L •' ~ 
• Food . ' • 

• i •"..'Ai. . Chemicals, books, journals 


.rtfc 


* ... 

provided by hospital! " ‘ 

22,000* . •wi^ : 

•- >A* '-.viJf*'' ' ' 

- 


) 


*-.•2?*.^ • *. ,u ■ * ' .* - ' 
j o i i - ... - <* 

— ^ - - / * * - * ** *. * 

( *' 

C. Other Experuos (itemizo) 

Illustration and chart preparation 
Page costs and reprints • • 

Travel (experimental pathology and cancer meetings 
-*■^and! institutions doing similar work) 


" ^ ‘ - 500 

v/i.V 1 ,000 

: - — 1.500 : k:' 

' * —500 

Sub-Total .’ 


3,500 

* **c ' V-\ )fc - 

_ _ * _ ' *£ 


-J* 

f y rJ * ur 

. *;y . * T* 


■ i £- 


■> *«• . 



*. i 2:*v c ‘ ) ^ k /££'»• * • • ' i N 

~ -ft**-* Di Permanent Equipment (itemize) , - . 


Sub-Total 


i . •»* —» 

; * ‘■•r 

V r ;X , 
^>'ir 

* vt. 


^ , f S, *4 "* “ 

■-vsv 

’ None 

■A>_ f 

M,y* v 
• * r-« ** • / . * 

r. 

—^V,r" 


-v.,-*- . t - ** - r ^*.vV' %; 

. 1 ,500 . , ? 

- L_^_- 

*, ' ; - .* v ■- 




- r’ x * ,,V '‘ * 

‘ - r t 


" E' Overhead (15% of A 4-B 4-C) 

• r-rj-: s*-: 4 : i r - ^ 

■**; **-' "- r *> h * ' . 


. ;■* .V&r- 

\ "/< . 

■ ~ ” y7~^~T7.7. Z 

• 4,050 


Total 


31,050 


O. 


V 

\ ? 


. Estimated Future Requirement*; 

T "Salaries. ConsumableSuppl. 




Other Expenses Permanent Equip. Overhead 


* ‘ " •p'f ^K’ 


Total 


,_-j. y«or 2 f| 0 t applicable 

* V * ..*• * 



.Yoor3 Not applicable 



* 


f * 7*' ' * # Signature_ 

■ • r* ^;-ui •* j 

s 


Itis undferstaod that the applicant and institutlonallofficers 
\ Intapplying-far a grant have read and found acceptable 
the Council's ''Statement of Policy Containing Conditions 
and Terms Under Which Project Grants Are Mad6." 


.‘,J M S , , , %f f 5% I ??,ya'rold J. Sobel, M. D. • .:*v -7 ■ 
201-473-^00^234T^ f ^< i r^,e phon « W- 

Signature /C 

BuiInVu Officer of )h* Institution 

David l/acfis. Administrator 
201-473-8100 EX221 
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Pending 
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, V/ • k"' -li*r&v? »,v*v T - : <r\' r '.'*/* * 

l,' 1 »> . , *< * V,.( ***' < r '» • t;*V*s *;• -iU * 

•* .<• ?’ < . * /,*•'. *.. ,, ‘ M * f • »" * W; ■ 

- . ■■, ,i w ’, ,“ 11 ,.• 1 J r .* 

' .v ‘ \ ; ' . Other Sources of financial Support 

" * *' * . */:< .v , v ;* : 

v 1 >; 1 ^ . v • -. *jy.... \K .Ah' - ^ 


♦ ' v,v t : »V* '■ : *-*'•*/ ' d 

V, t V.^V <,*? »' s *»-**’*' • ** **, ,. ^f i*W pom v- , 

* , / v " .”4 ’ J;“ 1( *•*' y..‘ sttfcV*. V‘V J \* Yt^jif , , ;’V’5r4|S».«Vi 


•1 

. J 

••51 




.j . , v-J r J*-*/ ** t, r^v 


r*>// i ; ' List financial support for research from all sources. Including own institution, for this and/or related research projects. 

.1 *» * f J t’ f - _ { » * 


J 


' ,• : : V-.* ; ■ 


’•.'•’ \ Titles of Project 


•&s> 

1 <r®'» > > . 

W, 


I* f _ * 

1 ’ .i i ; - : y&f 


>w « 

. 


None 


Af\. 


Mi 1 * 


• JfV* 

e?;n* 


•t-v; ■ 




>k' 


r.%*^ • 


■* 

‘ .V 

•Vv 


l:‘- 
. ^ 1 


Morphochemistry of Aging Alterations in 
: ’ .. • Drosophila ** 




' '« 

The hospital has subsidized my research by provicinq me with one full time and one hal 

* A_ l J. 1 J i _1. .1 J .n.. L. ^ \ _^ J L.< AUl MX ->»■«* (MO-t Mi f li MA 


...M . ' — --- - . —- .-.J . --, T “ 

oloqist (the department could easily be handled by line ur C I VUCI Ul ujy OWIH.IOVC 3 niuii uu iauu I W »wnu I ^ 
help), research laboratory space equal to that of the routine laboratory or about 10 hosdital beds-of 

- ' ’ _ . . . , . , / J J\ i - i _3 _ » __i_iiUwx tua ' 


this 200 bed hospital (see 9), a modern animal roorrt 


/ UIM D MUjpi (-Ml V -» '-V. / 9 M ...V/WV- ■ <1 ... » - 9 " ’ • --- ' L # _ 1 7 J 

‘ i /search laboratory is fully equipped for electronmicroscopic and histochemical work (see 2 
•v .;iv-V.. dition the hospital has absorbed occasional small ceficits in research funds. I 


Direct*costs only,'competing application".^/-// 



* x .V Source 


M.H. 


me or either of my associates with no 


, and secretarial and ancillary personnel. The re-'- 
. ' J ' In ad- 


- V: i / - 



» V , 

■ Amount • .• 




>« i v 

♦t * hi*. •/ 

'.vr. ^ 


» <?"A. 


■*» " *1 
4 ^ : 




!# 


S’t! * v ' 
/>**/ v ’ 


*• , •»; / ’> /, 

nri * 


•j 


* r' 


cA ** 
,v* v 


$ii 6 ,ioo; 


* time path- ■/. 
additional 


)- 


{.v r ,, f 


V .'IP 


i' X 'fc Y 

, ’i 




Ourcrtlon 

i * ■ 

,?v) P *H. *. 

z ZA'A J* , 





tAnMii 

’ - V v- V-f 


w ‘<< 




»V 


I ’:£$pa 




yif.i 




** Three |i 
..years-# 




, > '..wor‘, 

••• - 

• 
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denominator. In fact. In 500 consecutive autoosies of subjects over the age 
$C £.15 in both Cape Town, South Africa and Miami, Florida asbestos bodies were fo 


^-.v in lung smears of no 

— The •j nc ^ c j ence 


./ * * ‘V' 

' “’o f V ^^S 

found 


less than 30 per cent of the males and 20 per cent of the 
ce was similar in both cities. 5 •.....J v 

anrumvimafa 1 nnnfK mi? rwnne 1 lu 


^‘yj'.femal es. 

££* y f __ _ 

..„ v 0?JA, Soft chrysotile (approximate length 67 microns) and harsh chrysotiHe (aoprox- 
: '^i^&?.1»na'te length 36 microns) will be prepared by the method of 8adollet and Gantt 6 and 

* ^ vy i‘;0^tested for the presence of nickel, chromium and other potential carcinobens by emis-^fe 
XS&sion spectroscopy. :W>-;:Vv/ r * '•■• :/ •. • - -->V. 

• The asbestos will be instilled intratracheally with glass pipettes under direct 
lpf^ visuali * zat1 ’ on while tha annals are under nembutall anesthesia. This procedure has 
‘1fpr { £'..been standardized in our laboratory and was taught us by our consultant. Or. Smith. 
isSaiL?., instillation will be 0.1ml. The animalis receiving asbestos will receive twelve ; Jii'i. 


J^&weekly injections as follows: 2.5mg harsh chrys X2, then l.Omg soft chrys X2,'then’;;^^ 
i 1 • 25mg soft chrys X3, then 0.25mg soft chrys X5. There is little difficulty in ad- 
•^£ J -'-" m * m ’ ster * n 9 tl1e harsh The soft chrys must be given in smaller doses to avoid 

suffocation by the gel formed. We will use a suspension in saline with Tween. The 
-i^V - above regime is entirely possible in our hands, and was found to be a Dotent cocar- 

cinogen in previous work. 3 • . , ! kfcV-* 

: 1- _ •*•./ .••• ••• :• 

' Using the GTR smoking machine and low nicotine high tar cigarettes, we will. 

to maximally smoke the animals so treated. We contemplate adjusting the ' CJ 

malic tn tho cmnl' l nn marki no f n r a rknv^+ f hmi! am 4-« fkn AAkAni-n#. « 



: ; ‘=7 *" We plan to use a total of 50 cage controls, TOO sham smoked animalis and 100 
V-v’i,. tobacco smoked animals. Half of each group will be treated with asbestos (Fig. 1). -) ’'J 
-A'."' We contemplate includimgi a few extra animals in each of the asbestos treated groups -jis 

Cw-.-'x^ 0 compensate for the early loss of a small percentage of these animals. - 


:s laboratory tissue from control and expen- 


At-J •£* 


n . ••'•••>- ' • - 

a^a..:B. As part of an ongoing study in thi 

mental animals will be studied. With ordinary histolooical methods, and with histo- ;Z$Hi 
chemical methods as oreviouslly outlined by one of us (H.S.). 1 This system enables 
'r&'P': us with the ^flbt microscope, using relatively large pieces of tissue to distinguish/ 

V .C;! , cellular organelles and'study their size, number, shaoe and distribution. The tech- 
Y : . t Piques used also provide some biochemical information, although quantitative data canr 
''•'.••.not be obtained with histochemical methods. The information obtained with the light 

microscope with its wide scone will be searched' for with the electron microscope. '• 

, Some alterations are not found in great frequency, but when noted with the light micro- 
scope will be found with the EM'if they are searched for diligently. On occasion ani , 

EM findinq v/hic^ was thounht to correlate v/it!i the ltoht cvtochemical observation was 
. . shown not to do so with EM cytocheaical preparations whicn^v/ill also be obtained* This 
_JS illustrated in my v/ork with 131^ injury of thyroid: ref. 23, 35 and 36. • : ‘- 

■. The characterization of mucopolysaccharides by the methods of Spicer including V ;-Xc 

'i - methods where applicable should also provide a'great deal of insight into the al- 



•uP* In future studies asbestos sensitized, animals can be used in an attenpt to 
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W" 0i0: : ; ; . 

Facilities Available 


6 . 


•-■ - s , • 


V _.«■ /-Vv '- 





■4':^' * •. The work will be carried out in a well equipped department of pathology. ..._ 

routine'laboratory consists of separate units for hematology, bacteriology, chemistry, 


blood bank, washroom for glassware, office for secretary, office for associate path- 
J ^tf jjloltagist and storage space for slides, etc. Space occupied; by these units totals 

approximately 100' X 80’., Rooms which are partially used for research and partially '•«*«*** 


^^y^for routine work are the office of the principal 1 investiqator (18' X 12') and the roomi 
for the preparation* of routine Histological sections (18' X 12' ). Space devoted 

‘ ‘ ' r, histochemical 1 

room which is '*§fp£ 
The electron 

microscopy laboratory consists of the room used for cutting and preparing tissue 
sPIl^sections (18' X 20'), the dark room (8' X 8') and the room housing the electron micro-^^j^ 
scope (9' X 11'). Histochemistry occupies a space 18' X 17'. The electron microscope 
an RCA model EHU-3F, there are 2 LKB and ll Porter-BLUM ultratoms and diamond; 
ufip -knives for preparation of ultra thin sections, a high vacuum evaporator, the necessary 
0/:3 ‘ i incubators, pH meters and vacuum pumps in addition to the usual routine equipment such ’*3 
-s&v^' as an autotechnicon, microtomes and knife sharpening machine, automatic glassware 

was bec and a Zeiss microscope with complete automatic photographic outfit. The his- 
^ - tochemical laboratory houses a cryostat recently purchased by the hospital, Sartorius 





'■^|^ 4 s ary tools for the processing of electron micrographs. • z ‘‘ ; . c ; T i??£;- ;” 2 ffCfjs 

C - ‘ v> Two experienced and very capable associate pathologists, have been provided by 
^ . .'the institutioni so that the grant effort will not be unnecessarily interrupted by 
• hospital routine. Secretarial and some animal maintainence personnel-are also pro- ' 


{freezing microtome, and ample refrigeration space. 


The dark room contains all :.neces- 


vided 1 by the hospital 








j*V 






■** r '1 l ./7.V *. 
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7. 


Dr. Sobel's curriculum'vitae is attached. He was born in N.Y.C. oni ^ and 
£’is He was trained'as an experimental oatholoqist at the Mount Sinai Hos- 
;~pital, N.Y.C. (see curriculum vitae) and his major interests are in histochemistry, 



electron microscopy and autoimmune diseases. 
'Journal "of Histo- and'Cytochemistry. Dr. So 



5 . 

He is a frequent reviewer for the 


SobeVs bibliography is attached* 

fied. Dathaloniist viho handler thip routine ' 


Dr. Schwarz is a capable, board certified, pathologist who handles the routine .'^1^ 
«^pathology at this institution and has sufficient time available to spend 10+ hours 
j^jj/in research as well. She v/as born • R She was 

'HI4* 7 trained under Dr. Max Wachstein which is sufficient to explain her abilities in re- 
-search, and is a graduate of University Lausanne, Medical School. She is co-author 

48, 57-59, 611-63 and 65 as well as: (1) Wach- 
Occurrence of Hemorrhiagic Centrolobular Necrosi s in ^0$ 

103, 478, 1960. (2) Wachstein, 


r.^Ai'-K 

^:;v „with me of my references 43, 45,, 47, 
stein, M. and Schwarz, R.: Occurran 

Protein Deficient Rats. Proc. Soc. Exner. Biol. Medi, _ 

, Schwarz, R., and Besen, M.: Electron Microscopy and Enzyme Histochemistry of Tub 


-W 




ular Regeneration in Rat Kidney (abstract) Federation Proceedings 23_, 546, 1964. 

Mr. Marouet is a fine research technician and electronmicroscopist who was 
bom ' R He received a B.S. from Queens College (1962) and a M.S. 

fromi St. John"s University (1965) and has had considerable exoerience in eliectron- 
microscopy in my laboratory and in that of Dr. R. Terry at the Albert Einstein Col-'; 
lege of Medicine since 1965. He is co-author with me of my references 45-50, 54', 

58, 59, 61-63, 65, 67 and 69. He is extremely capable in the design, maintainence 
and repair of mechanical equipment. He is exceptional in the care of the electron 
microscope and does remarkable work with radios and' automobiles.’ He built his own 
home, A very exceptional home. He would be a boon to the CTR and invaluable to the 
experiment in the use and care of the smoking machine. * 


•fc 





\r- 

y*, 

^ v- ;* 

".r- 


K /r*- ^ 

Dr. William E. Smith is Director of the Health Research Institute at Fairleigh ' 
Dickinsoni University, Madison, New Jersey. He has extensive experience in experimental ^ 
- carcinogenesis, especially in cancer caused by chemicals anddjsts in hamsters, mice - 
•.and rats and has published some 35 papers in this field. He received his A.B. 1934, ' 

' Princetoni, N.J. and M.D. 1938, John's Hopkins School of Medicine. Dr. Smith was'a 
‘ tFellow in Bacteriology in' Harvard Mediical School 1938-39, Fellow in Medicine Mass- 
achusetts General Hospital 1940 t -41, Assistant in Bacteriology, Harvard Medical School 
..1941-43, Assistant in Pathology, Rockefeller Institute 1943-47, Associate Sloan Ket- 
terinq Institute 1947-49, Assitant Professor 1952-56. His pioneering work and ex- {-^\ 

.. perience with asbestos and lung cancer are a boon to this study. 
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i'9 *<+ c * 


.-. , • --*/• 

* /jfV.T* ^ * 

; - 




* Xr I*•/ "* 

' . \:<7?v 

\ >v 



b ' f r **.. \-£. * V - 

- ;am 


References for Thiis Work 


sr 

«• i. -.-.t-v, 




vs> . < -. - * *_ . ^ 1 

$^;i. Sobel, H. J. Enzyme cytochemistry for the pathologist - a simple method S££ 

. P’ ’ ^ __ ^ I_ . . 1 11 M X . ■ Jt* » n J? A- * » r> <J> n .1 4>n ut^ « ah «• l. »+ U 4- U ft 1 ^ ft U V m <• ft ma ft ft ft ft ft 




- ** • **:V 4 .. *' •/ '* r:;■;'t;:Xv ^ 


E^^ v -'- 2. Selikoff, I. J., Manmond, E. C. and Churg, J. Asbestos exposure, smoking and 
JV- neoplasia. J.A.M.A. 204, 106-112, 1968. • ..-V ; 

“H-; 3. Smith, W. E., Miller, L. and Churg, J.. An experimental model for the study 

' of cocarcinogenesis in the respiratory tract. In Morpholoqy of experimental ■ ’ 

V- respiratory carcinogenesis. AEC Symp. Series 21. 1970. 299-316. 

li^c ' • . ' . . * - • » • ■ .’J.™ > r. *■ - 'ft*jr ** - . ' - ? - . */. i ** ^ *• “*%v£ 


*V^5^r\ =1^' h .. ' - ' ■ ' -• ■ - * * * * - *. • *?» *- « - -, - '• - ' ,**• • -■ 7f>i*y’*7: >5- ‘ ** » v ~ r'S‘>yjj^T' 

4 ^f-. ...4, Biological effects of asbestos. I. J. Selikoff and J. Churg (eds.). Ann. N.Y. _.p’^ 

Acad * Sc1 • 132 », 1 ~ 765 » J® 5 • • :W;i;/l-V£v 

‘ * * ‘ “ "" !' ' ■ , A'i* 1 ’ r ,*. t ‘•J' 

5. Thompson, J. G. Asbestos and the urban dweller. Ann. N. Y. Acad. Sci. 132, 


196-214, 1965. 


• \<S2a 
-A 

v- r, r 

• v 


. 6. Badollet, M. S. and Gantt, M. A. Preparation of asbestos fibersfor experimental v 
'use. Ann. N. Y. Acad. Sci. 132, 451-455, 1965. 


» V ? • * 

t,.,- r , - 

^ . , 

“ v+.'Y' ^ * 


* V f •* * . 

ftj . ^ s .. 


' ‘f* .*» ■- 
, sV "*• - » 


/.*„*»*- 
— . ; 


• ♦ 


• v - i 

* ,VV*Tr»l'V 

• * . - * 3 '^ 





Source: https://www.industrydocuments.ucsf.edu/docs/qyylOOOO 




< ,> / f ✓ ,' 

‘•o* / Vt *t • V. 
^ ■' : ■ 

- i\V9 *>.*.*/- 


C ■= ■ 


- io - 

BIBLIOGRAPHY 


•'• ■ - -* 'l ■ 

■ - 

' X 



-5. Sobel, H. J.: The Localization of Acid Phosphatase Activity In The Golgi Zone ’. 
Of Endocrine Organs A,id Its Relation To Secretory Activity. Address / 
Research Club of the Mount Sinai Hospital, March 13, 1SS1 and 0, of the Mt. 
SM5':' S1l3a1 Hospital, 2S: 417, 1951 (Abstract). •• •. .• v,*jr 


96.'^Sobeli, H. <3,: Relation, Of Acid Phosphatase Activity To SecretcryActiyity In 


.* v 'j ... 

* s * o 


Endocrine Organs. Addras 
April 11, 1951. Federation 


rass Axaric&n Society for Experimental Pathology, | 

ation Proceedings 20: 136, 1551 (Abstract). 

. Sobel, H. 0. and Osseruan, K.E.: Myasthenia Gravis: 

Analysis cf Thirty-one Consecutive Postmortem Examinations. (Chapter 11) 


Genkins, G., Ptendelou, H., Sobel, H. 0. and Osseruan, K.E.: Myasthenia Gravis: '®®v 

, . V 

-2 
CJ * 


J: 1r. Myasthenia Gravis (K.R. V'iats, Editor}, 519-530 5 Charles C. Theses 

’ Springfield, Illinois, 1551. . 

1“-8. Sobal, H. J.: The Localization Of Acid Phosphatase Activity In The Rat. 

'Jg\\ Pituitary And Thyroid Blends., And Its Relation To Secretory Activity. 

•-y.C'j.y'-'V Endocrinology 68 : 801-808', 1551. • '■ • 

9. Stern, J. B. and Sobel, H.J.: Jejunal Carcinoma with Cells Resembling Paneth 

-- -------- - TrZ 'Xu&srl 

' © 1 m 


Cells. Arch. Path. 72: 47-50, 1961, 

10'. Stern, J. B. and Sobel, H. 0.: Hemorrhagic Rheumatoid Pericarditis. Ainer. 
J. Cardiology 8: 670-674, 1951. 


. *'iw *V» 

r. : 


11. Sobel, H. J.: The Relation Of Acid Phosphatase Activity Of Pituitary Gonadotrophs 

kii>i Acidonnils To Secretory Activity In The Rat. Endocrinology 69_: 

no3-mo', 1961. . 

12. Sobel, H. J.: Histochemistry of Secretion, Address American Society for Experimental 
., . Pathology, April 17, 1962. Federation Proceedings 21; 153, 1962 (Abstract), 

*‘ Jiy’WfLOVci * 



lv. Sobel, H. J., Riempica, L. and Mcvikoff, A. B.: Enzyme Cytochemistry of 
; yw ••; Ivvudlaled Thyroid Gland. Address Joint Annual Meeting American, Society of 
•.‘ v t*5i'Clinical Pathologists and Coiluge cv ican Pathologists,' Sepc. 5, T962*'^- 


Source: https://www.industrydocuments.ucsf.edu/docs/qyyl0000 



> Harold John Scbe 1 , O., m.§. 

•^'Bibliography 

2 


- 11 - 


.v«; 


• ••■ - •--- --•■,;g^||p£ 


;ow? 

>«fVV'••••.-' • 


Sobel, H.d.: Histochemistry of Endocrine Secretion: Effects of Radiation. 
Seminar: Albert Einstein College of Medicine, Oct. 23, 1962. 



■'toc.-i:-. r - — . v> -•'•v 

Sobel, H. J. and! Waye, J.: Pancreatic Changes In Various Types Of Cirrhosis ’ 

. In Alcoholics. Gastroenterology 45: 341-334, 1963. • r • ;'•' ! 


- T9. 

<• -A > 

- 20 . 

* — - ~ -* •> 
..rA' " . * ~ 

r ■ 


9 


Cytc-chemlcaT and Electron Microscopic Study. Address The American , 
Association of Pathologists and Bacteriologists, April 4, 1S63. 

Am. J. Path. 44 Sup?!.: 20 & 21A, 1964 (Abstract). 


Sobel, H. 0. and Churg, »!.: Granular Cells and Granular Cell Lesions. Arch. 
Path. 77: 132-141, 1964 

Sobel, H. J. and Geller, 0.: Experimental Thyroiditis in the Guinea Pig. A 




- «ii. u. ram. hh oudoj.: zu & c m, iyo^ \noszrzcx.). . . •>•; .v- 

; 21. Geller, 0., Sobel, H. and Roberts, T.: Effect Of Oose Of Injected Homologous 


- ‘ J v>-» 


Thyroid Extract On Pathological And Immunological Changes In Experimental 
Thyroiditis In the Guinea Pig. Address American Society for Experimental .. 
Pathology, April 14, 1554. Federation Proceedings 23: 285, 1964 (Abstract). 


..2k r. 

? *iS* l- 


22 . 


- * * i 


Sobel, Hi. J.: Cytochemical Localization Of Ten Oxidfetive Enzymes Of Rat £? -:#•'* 

Anterior Pituitary And Thyroid Glands During Various Phases Of Secretory 2 
Activity. 0. Endocrinology 29: !-?, 1564. 2 


< iv V 


23. 

24. 

25. 


131 

Sobel, H. J.: Electron Microscopy of I 


Irradiated Thyroid. 


CO jv-.-V’ 
' ‘ - ’ '01 

Arch. Path.- - CA 

73: 53-00, 1954. • ' •" ■ ••‘•L•• t '• 00 r&P 1 

- - . • •- • VVr - . . . , W,5k- 

Sobel, H* J. and Geller, J,: Experimental Thyroiditis In The Guinea Pigu V 
I. Enzyme Cytochemistry. Am. J. Path. 45: 183-123, 1964. 


Sobel, H. .l t and Geller, J.: Comparison of the Cytochemistry of Thyroid Glands 
of I’' 5 * Irradiated andi Experimental Thyroiditis Animals. Address: 

The 2nd International Congress of Histo-snd Cytochemistry, August 17, 1954. 
Proceedings (T. H. Schaiblar, A.G.E. Pearse S H.H. Wolff, (Editors), 

14,1, Sprir.ger-Verlag, Carlin, 1254, (Abstract). 


26. 


. • u 


/. 'T'S 




Sobel, H. J. and Geller, J.: Comparison of Sutoicroscopic Changes of Thyroid 

Glands of Expariinontal Thyroiditis and *‘' i ' Irradiated Animals. Address: r-vV. 

Third European Regional Conference on Electron. Microscopy, 1964. Proceedings’ '' yi; 
Vol.B. v (M. Titlbach, editor), 485-486, Publishing House of the Czechoslovak 
v • Academy of Sciences, Prague,-, 1964. (Abstract). ' . »*.v f..,.. , T:fri‘:i?. > 4 ¥ 3 ^^ 



Source: https://www.industrydocuments.ucsf.edu/docs/qyyl0000 



••v ? *. - • 

S^SaroWJ. ». A., M. 0. 

W?**3p-ty 
%^Pa<ie"'5 • / - 

-0 ^^^•:*•"- • 

-*f : *•« - -. 


- 12 - 


% afvf „-*<T 


« „ .-fr - <• a ;: :•* 

>«>* T’t ♦ - 


■ • "' - : - 

_ * <*JcWr ~l VIA? 

^vvrv^^f3s : 

% - --■ - V ; : , r . * 

' _ . *•"■ v'* - '%•? 




^j^'. :< ^n. Electron M^j-olcop/. .A*, J. Pu'Uii, 4_5: 149-163, TSE5. .v 

^^30 ; ", Kaldcrcn, A.. E. and Coho',-11. J,: Rf.t«ope’.'i scr-th-l.Rupture of the CckuW 
'•-• •,.£‘ lict * Arch. S^jt:. 90: .183-1 91, , 1969. , -. ' *.,; 

M&Jr.iZ'Z:' ■' " * . *vT J 1^ 

,,-Sobe’, K. J. sri<: Avr»i» t l t : Localtzat'sc-n or Acio rheschriese Acttvitv In Zat'- Vi 
WmM£S~y ■■ Phrenic Acitur tells: A IVqht cr { Dcctrcn •M'.croico-.lc Stud 7 /.. *ziSfa 
XS&Sf£$ : .-~ Htstcchesn. Cytc<J«r*. *13: -301-303, V'SS. • - - •-. -/'- ’; •• 

■ ■ -- 




A..i. .t 6’;: o r J-5/, T?6/ 




*^*Jobc?^ H, J : t—7t; nhroor^wir; Cy*oc s t 

’■ t«cr»i,- a-vh r«?i..a4* rs-vn. 


•; • - ■ *'•-. • .- *£«£*$&* 
c?» "litry of llj.r lrrs’-ietc a.7iivya-irf 

{ ’/ : f :. ■'' •' --" ' -. *>V s '* -v 'fiV'- 



k v ^ t - i * - f t , r\ * * r* * . 4 + % * * + ^. + ~ * , . - . ^ • /. s % *t /* *• ►- ^ 5 

*' • •••'-•»■■•' • - •; -,j . , v, t - ia , T, w>-5v«yt 

i ... ;f ■;.... V ' a,- ,; • _> c. .. ..^ ••TV?.-:*- 

c.>i,. .cr - •- *.;.•« t i'. >' -, ibu'i , c.;: • •:. \.?y u j“5. •?: L’**r.0t j: 


3». T .---cr 


: . r 


•r.--r ; nn;vcc:s - ---.i.-:!!'.»:.it.-.r 


‘ .••-•***i V*' *‘ 
* ' . « **- ’f'* 3 **' 

; .. ■ 

■ - - * ^ 

.» - i i&jZ'*!? 



KfriT 


Source: https://www.industrydocuments.ucsf.edu/docs/qyylOOOO 



■ •-<;».’./*; '57 . 

0- Set ft!, Ft. A., H, 0. 
■M- £» t if ijqraphy' 

4 •••■■. 


- 13 - 


:x~n ■ .«•• .•> 
■I ;'• 

ttrS' K , & c< 


; -r/^- 
- ‘» . ‘‘ *.7 

iv - ; Lcc.-l-rc'rfin’i>v Cylcctoi^Wi, 


. 3 , Of the :n. Sinai ibipitoi 35: 30-35, t§5v. ?;.' 

Sobel, H, J-: H'-iiip;.ve.rist y as a R;sear:i Too* In Pathology. Address: Rhccfe* 
' '< : ^ r) ••* 0 S 5 ( r 5 !, Jir.-t. 10, i56 - 7, P?vvi :’onci, Rnode island. • -._■ _•;• 



C'>r...nar >..-Ss: •: /e'nciMu.i r. tia rt i;i ipir:?.? uvq„ ; t\S£.'Z$ s: Me .. \ 

/" ‘ ; : ' j irtt •'Ti'ttirn^? i7»v o? Pjttis^orv. Fre-r; cisco t »*.:.**ci.* *1 i—13 % U’;,'' 

,7., ;^;,. ; / Jove'tr, 20.- 505,, Hii) (Abstr.-cc;'. .• . yy/:,yy <y/' 

\ Sot o'» t , icr.-.'i - c'ci .%?.; 3 , H,: -f.u .r.lrc'.o^ir-ns. 

'V' » v, "w ; " ■ *7^ zs. ~i z ini'' >•• ;*• jd;,-;/: ;u ticnr'. Aca5;'“v t-f :\:t!-voqv, ' 

r :::>;-. .. ,.*k.o f •vnei^ : ; -'■'»■ - 1 . i.l-H, *»*•? '...tv .'u-. Zf: 60;. k'o!/ J Ah^-Vr^.c t J,:-v0.^P' 

r - .- • - •' - .,.•• ,.w - ’ - .-. -'„ 

f ,, Md 3jhw.'"{ 7 .?..ty.svYf #? 1 Knctear Ihrlci-Was. 'Z7-/ f S^-S.4£2 





Source: https://www.industrydocuments.ucsf.edu/docs/qyylOOOO 





'$rr s ^y, 

,«a*t <- * < . - 

- .-• :•• 
.^y-Harold J. Sobsl. D. A., K. 0, 
vC Blbllogroohy 

-VvV;., ,, «* ., > ^ 

■:■ * *- .. 


- 14 - 


'* * ~ 

‘•=3? £ 

it* 



.'• '-• ' • „ ,'r-,y. - , : ••••., , r ^v ; 


to. 0. Path. 53: 50s, 1570 (Abstract). *.-- 

,, Brill s R.» Gannon, J. R., mis, A. S.,'Sob«l, 
v.=~-, -, w.,, «n« i.:ao-, Passaic Valley Blood Program. A report of six years * 

•' *;2 e rl;’*' c ? coBsanUy approach to blood nrccurorent. Transfusion 11: \ v V®I95 
• -• . 15--iC5, i97i and Yearbook of Pathology end Clinical Patnolooy, 351, ”•:■ 

?$kCi. -* 1572 (Abstract). . ':/:•>*. . * •• • * -••■ -• 

’*%?&?*K'' * ' .• . ' ■'. ■. 

^: 57 * Sebai, Hi. O., Schi ffiasn. R. J. 3 Sehwar;, R. and Albert, ». S.: Grams Jonas and ’• ' : if||pS 
peritonitis due to starch glwe ponder. Arch. Path. 31: 555-558,1871. 7 .^s5Kft 

* * > . . ; .jr ?V- j* 

, Scbel, Hi. J., Marqytt, E., Ayr in, E. and Schwarz, R.: Granular cell Kyo- ' 

1 lustra tin* 



> , •. ■ . m * i ,■ A ■V/v's 

60. Sooel , H. J .: (By invitation) •Irenylsr Ceils and Granular Cell Lesions. 
y r ’ • fathoiR^y Gcc^rtnant Es.:inc“. Ksthodin Hoscital, Brooklyn, ft." Y., • '* --?y*:b' 

~~z. * ; - . Pi—«. a...... v* ^ .'**1 * *• ** * * * >* 


BecCiAir;-' U, U«71.. 


- " • >\*«& 
... drrf'.v 



63. boctfj. M, , ■ !:• r« s t, E.» Av«-fn, 8, and Pcr-'nra, P,: 01 trast'metyrs- of 

S.c.r. :;r OdH:s!^: fiyemkitevs. Address: The Irt* national 

• vy:“*T'..; r , i [*«•'Cvmr-n?oti, if-, ;h 15, «3/2 ast Lab Invsst. 

s < : si.cstritcl:) . 


\ . » 

* > C. 1 

'SStrs-ci’-rsl S 

f ? k 


r? r; 


cifns o\n 

of 

Cal 

»^VJ j 

U 

7 

t5 ♦ * Sc*' T 

fi. CKC* 



» V-“ •* 

A ; " * 



Source: https://www.industrydocuments.ucsf.edu/docs/qyylOOOO 







15 - 


v; * •• ••• 

*:&&•'Harold J. Sobel, B. A., M, D. 
Bi bl i ography 





'^Page 6 >.•, 

'C^ <’<V •* » . 




3k fif-VS;*?*.-' ' ' •- • - .- i-* - - -. .,,,.; 

’*$V r * ' . ' . -X s’ * ' • ' 

? r \j-JL - * ' *’ %** • 

.'•; • ••■••. • ; V ■ .• 

Sobel, H. J. and Wolf, E, H„: Liver Involvement 
Path. 93: 565-568, 1972. 


vement In Early Syphilis. ’' ; ArchV ? ^^SjS«* 

:•. • '' • : - / ,. •,,• •■ *vr^iaassgv 


;r >^?V f 


t ' 68 * '^obel, H. J. and Williams, A. 0.: (By Invitation) Granular Cell Lesions of ' 

! - v « •'• • 0r f] Cavity and Jaws. International Society of Geographic Pathology, •%)&$£;- 

Newcastle-upon-Tyne, England. August 17, 1972. , . 

S‘ 9 v? 0 ' c1 ’ W^UM, E. : Secretion by Ependymal'cells of the ll^i**^* 11SE 

?£■ : '®"^®ccus Vasculosus of Polypterus Omatipinniis. Fourth International 
?•-•—- C0J1 9 »^ess of Histo- and Cytochemistry. Kyoto, Japan. August 22, 1972. 

■■ - S b 1 «,-?;^; : n Gr f ula ,’!. Ce11 M yo b ^stoma, In An Atlas of Scanning and Trans- 
C Richart S?Tta!|S! <W S ""’ ffema1e G8n4ti " Tr8ct - .«»•. *• «• 




71u. Sob e!, H. J.: (By Invitation) Histochemistry in Pathology.’ Fourth Congress 
-i ^ he Eur °P ea n Pathology Society, Budapest,, Hungary. September, 1973. : 

v^l 2 ^ SOb8l 1974 J * 5 ? ranu ^ ar Cells and Granular Cell Lesions, Pathology Annual, ' 




'.I j T, , 


. -- • uu.iwiuyy minua i ^ w,v» 

* V'- ~ : V ••• ..-.< ••-."•/' .*■»** • . f.. , - V.T 7%3&pfaf' 


. ■.Vv/'V’. 



Source: https://www.industrydocuments.ucsf.edu/docs/qyylOOOO 



* * • v*/.,/* t'y , 4 * *' ’ '**’ • - ■ : \ ."V , 'O'*-?* - , 

T-v,;'. i : - ’* '*•*:*• : :V Y’. r,.vv •. / • '• 

i’j,'■ , ‘V , ' . • 

» v - ' *' - •' ' >• ’ . 1 - *• 1 1 • 

-y •;. ...v- ,k •• •• 

* . i * /*.'*•*." t'~ *"u f . 

- - * ’ , . U, ' * * , ‘ r . 

, ' ~ m * v - ‘ * * • * * i. » , ’*•', ( 

>) ■’ ••'. ' '• '• r •' FIGURE I. f . 

* * *» • ’ ’ * • « ■ . * l Ml* ■ ■■ ■■ 


. . - ,' 
\\ ; y'V/' \ • 


Number of Hamsters In each Experimental Group 


Cage Control 

> 4 ' ' • 

No Asbestos •• • • • 

y \ , 

25 ; ; •' 

■ Asbestos* 

25 l 

Sham Smoked 

• 50 . • 

* * » • 

1 j * * , 

■ so’, •• 

Tobacco Smoked* 

* V f : 

• - 50 ; 

. . ; * ,*«• ^ . • f. 

'iV 50 -''.. *;. • 

, i\X\ \ . * 

. /*' • *>*,•'\ - •' 

* for dosage regimen 

see 8 (details of experimental design) 

* ♦ ^ , ♦ 

pages 2 & 5 -, 

' . ^ ,/r 

• «. . , 

\ r i*:M 1 . •; ; 

./ •>' * > 

, * ' r 

■ • j ' t 



, • “ y * ;•* i>?i« 1’ ,V 

’ 1 ’’ ; <1/N" ‘ 


.-V 

. * ..la". .'.’■?■>« -v ; •?•'*/} i“<y. 

' : ^ 

* * \*V 'V'* . A 




Source: https://www.industrydocuments.ucsf.edu/docs/qyylOOOO 





